as Prp40, Rsp5, and Pin1, interact both physically and creased when a specific CTD sequence (YSPGS-PAYSPKQ) was phosphorylated at the first serine (data functionally with Pol II-CTD and participate in RNA splicing and/or the regulation of transcription (reviewed by not shown). This finding is of interest since the Pol II-CTD functions in a phosphorylation-dependent manner Sudol and Hunter, 2000) . Second, the phenotype of the embryonic Drosophila Dim1 mutant (whose product asas a platform for multiple nucleoproteins that regulate transcription and RNA modification (reviewed by Hirose sociates with PQBP-1) is similar to that observed when RNA polymerase II activity is lost (Zhang et al., 2000) .
and Manley, 2000) . This result places PQBP-1 at the interface between transcription and RNA modification. To test whether PQBP-1 binds Pol II-CTD, we performed a filter binding assay Zhang et al., To confirm the interaction of PQBP-1 with Pol II, we performed pull-down analyses with GST-PQBP1-WW 2000) in which an array of SPOT peptides, corresponding to the CTD sequence, was probed with a radioactive fusions using HeLa nuclear extracts. Consistent with the SPOT filter binding assays, the RNA Pol II large subunit fusion protein that expresses GST fused to the PQBP-1 WW domain (GST-PQBP1-WW). As expected, we obbound to GST fusions that contained the WW domain of PQBP-1 ( Figure 3A , bottom). The specificity of this served an interaction between selected CTD peptides and GST-PQBP1-WW. Furthermore, the affinity was ininteraction was demonstrated by the failure of RNA Pol II Figure  7A ). Pol II was distributed homogeneously in the nuclei though ataxin-1 accelerates PQBP-1 incorporation into inclusions, abundant PQBP-1 staining was still evident and was not sequestered to inclusions ( Figure 7A ). These results were consistent with our previous data, in the nucleoplasm ( Figure 1E) .
Further experiments revealed that staining with the suggesting that PQBP-1-mediated cell death is relevant to SCA1. H5 antibody, specific for phophorylated Pol II, was weak in PQBP-1 transfectants (Figures 5A-5C Figure 5D ). WB with a pan-specific antiPol II-C-teminus antibody did not reveal a dramatic dein cerebellar cortex, medulla, and the anterior horn of 
Two-Hybrid Deletion Assays Immunoprecipitation of Cell Lines
PQBP-1 cDNAs were amplified with PCR and subcloned between 1 ϫ 10 7 cells were harvested 12 hr post transfection with AT30 or EcoRI and XhoI sites of the pEG202. The N-terminal primer was AT82, incubated at 4ЊC for 10 min in 1 ml TNE lysis buffer (10 mM AAAGAATTCATGCCGCTGCCCGTTGCG and the C-terminal primTris-HCl (pH 7.8), 1% NP-40, 150 mM NaCl, 1 mM EDTA, 1 mM ers were m1, AAACTCGAGCAACCTGGTGGCCTCGTA; m2, AAACT PMSF, 10 g/ml leupeptin, and 10 g/ml aprotinin), and disrupted CGAGCAACTTTTCTTCAGCATC; m3, AAACTCGAGAGACTTGTCG by trituration through a 21-gauge needle. Cellular debris was re-TGGCCCCG; m4, AAACTCGAGTTCTTTGCCCTCTTCCCG; and m5, moved by centrifugation at 10,000 g for 10 min. Supernatant was AAACTCGAGCTTCTTGCTCTTGGGATA. m1, m2, m3, m4, and m5 preincubated with protein G-agarose (Oncogene Science) 
